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The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36 (a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 14 May 2001 . 
2a)D This action is FINAL. 2b)IEI This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1, 453 O.G. 213. 

Disposition of Claims 

4) g] Claim(s) 4-12 and 21-23 is/are pending in the application. 

4a) Of the above claim(s) 9-12 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 4-8 and 21-23 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) D Claims are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10)Q The drawing(s) filed on is/are objected to by the Examiner. 

1 !)□ The proposed drawing correction filed on is: a)D approved b)D disapproved. 

12) Q The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)DAII b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 


3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14)D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 
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DETAILED ACTION 

Continued Prosecution Application 

1. The request filed on 10 May 2001 for a Continued Prosecution Application (CPA) under 
37 CFR 1.53(d) based on parent Application No. 09/451,666 is acceptable and a CPA has been 
established. An action on the CPA follows. 

2. This action is in response to papers filed 10 May 2001 in Paper No. 19 in which 
originally elected claims 1-3 and non-elected claims 16-20 were canceled, originally non-elected 
claims 4-8 were amended and new claims 21-13 were added. All of the amendments have been 
thoroughly reviewed and entered. The previous rejections in the Office Action of Paper No. 1 1 
dated 7 July 2000 are withdrawn in view of the amendments. 

New grounds for rejection are discussed. 

Currently claims 4-8 and 21-23 are under prosecution and claims 9-12 are withdrawn 
from prosecution. 


Claim Objections 

3. Claim 7 is objected to because of the following informalities: the comma is missing i: 
line 3 following lysine. Appropriate correction is required. 


Claim Rejections - 35 USC §112 

4. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 
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5. Claims 4-8 and 21-23 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

a. Claims 4, 6-8, 21 and 23 are indefinite in Claim 4 for the recitation "spotting 
mixtures of respective probes and the binding agent on the plate" because "respective" is a 
relational term, but it is unclear what relationship is being defined. The recitation is also 
indefinite because it is unclear whether the method comprises one step of spotting. The 
recitation is further indefinite because it is unclear whether "spotting" describes the resulting 
appearance or a method step of spotting. It is suggested that Claim 4 be amended to clarify e.g. 
"binding mixtures of probes and binding agent onto the plate at locally spotted positions" 

(specification, page 4, lines 1-16). 

b. Claims 4-23 are indefinite in Claims 5 and 22 for the recitations "spotting a binding 
agent" and "spotting the probes" because it is unclear whether "spotting" describes the 
resulting appearance or a method step of spotting. It is suggested that Claims 5 and 22 be 
amended to clarify e.g. replace "spotting" with "binding". 

c. Claims 4-23 are indefinite in Claims 5 and 22 because it is unclear whether the 
method comprises one step of spotting or two. It is suggested that Claim 5 and 22 be amended 
to clarify e.g. in line 5 after "spotting the probes" insert "onto the binding agent spotted". 

d. Claims 5, 6-7, 21 and 23 are indefinite in Claim 5 for the recitation "where the 
binding agent is spotted with a spotting pin" because it is unclear whether the binding agent or 
probe is "spotted with a spotting pin". It is suggested that the claim be amended to clarify e.g. 
before "with a spotting pin" insert "wherein the probes are spotted" 

e. Claims 22, 6-7 and 23 are indefinite in Claim 22 for the recitation "probes are to be 
spotted with a tube" because it is unclear whether the "probes" are "spotted with a tube". It is 
suggested that Claim 22 be amended to clarify e.g. before "with a tube" insert "wherein the 
binding agent is spotted w . 
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Claim Rejections - 35 USC §102 

6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

patent in the United States. 

7. Claims 4-8 and 23 are rejected under 35 U.S.C. 102(b) as being clearly anticipated by 

Beattie U.S. Patent No. 5,843,767, issued 1 December 1998). 

Regarding Claim 4, Beattie et al. disclose a method for producing a biochip, the method 
comprising: spotting mixtures of probes and the binding agent on the plate (Column 6, lines 
21-26). 

Regarding Claim 5, Beattie et al. disclose a method for producing a biochip by spotting 
probes on a plate the method comprising: spotting a binding agent for binding the probes to 
the plate at positions where the probes are to be; and spotting the probes on the plate at 
positions where the binding agent is spotted with a spotting pin (Column 13 line 51-Column 
14, line 11). 

Regarding Claim 6, Beattie et al. disclose the methods of Claims 4 and 5 wherein the 
plate is glass (Column 13, lines 55-64). 

Regarding Claim 7, Beattie et al. disclose the methods of Claims 4 and 5 wherein the 
binding agent is silylation-coating (Column 13, lines 55-64). 

Regarding Claim 8, Beattie et al. disclose the methods of Claim 4 wherein the mixtures 
are spotted using a spotting pin i.e. rod (Column 14, lines 16-28). 

Regarding Claim 23, Beattie et al. disclose the methods of Claim 5 and 8 wherein the 
plate is substantially planar i.e. glass slide (Column 13, lines 55-64). 
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8 . Claims 4-6, 8 and 23 are rejected under 35 U.S.C. 102(b) as being clearly anticipated by 
Mirzabekov et al. (U.S. Patent No. 6,143,499, filed 19 June 1998). 

Regarding Claim 4, Mirzabekov et al. disclose a method for producing a biochip, the 
m ethod comprising: spotting mixtures of probes and the binding agent (i.e. gel) on the plate 
(Column 4, lines 50-61) wherein the binding agent is a spot on the plate and therefore the 

binding agent is spotted on the plate. 

Regarding Claim 5, Mirzabekov et al. disclose a method for producing a biochip by 
spotting probes on a plate the method comprising: spotting a binding agent (i.e. gel, for binding 
the probes to the plate at positions where the probes are to be spotted wherein the binding 
agent is a spot on the p!a,e and therefore the binding agent is spotted on the plate (Column 1 1, 
lines 40-67); and spotting the probes on the plate a, positions where the binding agent is 
spotted with a spotting pin (Column 9, lines 45-62). 

Regarding Claim 6, Mirzabekov et al. disclose the method wherein the plate is glass 

(Column 11, lines 40-45). 

Regarding Claim 8, Mirzabekov et al. disclose the method wherein the mixtures are 

spotted using a spotting pin i.e. rod (Column 9, lines 45-50 and Fig. 9). 

Regarding Claim 23, Mirzabekov et al. disclose the methods of Claim 5 and 8 wherein 
the plate is substantially planar i.e. glass slide (Column 11, lines 40-45). 


9. Claims 4-8 and 23 are rejected under 35 U.S.C. 102(b) as being clearly anticipated by 
Bradley et al. (WO 99/57323, published 11 November 1999). 
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Riding Claim 4, Brad.ey e, ,1. M. . -b- for producing a biochip, the method 
comprising: spotting mixture, of probe, and the binding agent „, siiane-modincation, on the 
plate (page 13, lines 3-20 and page 15, lines 24-33). 

Regarding Claim 5, Bradley e, al. disclose a method for producing a biochip, the method 
comprising: spotting mixtures of probes and the binding agent (i.e. snane-modincation, on the 
plate (page 13, lines 3-20 and page 15, lines 24-33). The Caim is drawn to a method for 
producing a biochip comprising spotting a binding agent and spotting probes. However, i, is 
unclear whether the method comprises two separate steps of spotting or one. Therefore, for 
purposes of examination, the claim, given the broadest reasonable interpretation to be 
encompassed by the teaching o, Bradley et al. who disclose the method comprising a single 
step of spotting. 

Regarding Claim 6, Bradley et al. disclose the method of Claim 4 wherein the plate is 

glass (page 14, lines 10-17). 

Regarding Claim 7, Bradley et al. disclose the method of Claim 4 wherein the binding 

agent is silylation-coating (page 13, lines 3-20). 

Regarding Claim 8, Bradley et al. disclose the method of Claim 4 wherein the mixtures 
are spotted using a spotting pin (page 15, lines 24-33). 

Regarding Claim 23, Bradley et al. disclose the method of Claim 8 wherein the plate is 
substantially planar i.e. glass slide (page 14, lines 10-17). 


Claim Rejections ■ 35 USC §103 

4.„*;~r, n f3miqc 103(a) which forms the basis for all 
10. The following is a quotation of 35 U. £>.<-• lu^l * 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained 

described as set forth m section 102 of his title if the dme ^ & ^ 

S5T SfSZ ~ — t0 a person having ordinary 
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^ in the art .o which said subject ma,terper<*ns. Patentability shall not * native* by 

the manner in which the invention was made. 
u Cairn 2! is rejected under 35 U.S.C. 103(4 - unpatentabie over Beattie (U.S. 
Patent No. 5,843,767, issued 1 December 1998, in view of Shalon et a,. (U.S. Patent No. 

6 110426, filed 30 December 1997). 

Regarding Clam, 2 1 , Beattie et al. teach the methods for producing a biochip by 
spotting probes on a piate the method comprising: spotting a binding agent for binding the 

pla te a, positions where the binding agent is spotted with a spotting pin i.e. needie (Coiumn .3 
line 5.-Co,umn 14, line U, but they do no, teach the spotting pin comprises at least one 
messed Up. Shalon e. al. teach a similar method for producing a biochip comprising spotUng 
probes on a plate at posiUons where the binding agent is located (Column 7, lines 36-46, 
wherein the spotting pin comprises a. least one recessed Up (Column 7, lines 3-!7,. 1. would 
have been obvious to one of ordinary ** in the art a, the time the Calmed invention was 

.hereby both M and dispense from the pin using simple capillary action (Column 7, line 55- 
Column 8, line 9, for the expected benefit efficiency and economy of reagents i.e. depositing P l 
t0 „, volumes of pro* in a repeatable fashion as taught by Shalon et al. (Column 9, Unes 1-3,. 


« Claims 22-23 and 6-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

Seattle (U.S. Paten. No. 5,843,767, issued 1 December 109q in view of Gordon et al. (U.S. 

Patent No. 5,601,980, issued 11 February 1007,. 

Regarding Cairn 22, Beattie et al. teach a method for producing a biochip by spotting 

probes on a plate the method comprising: spotUng a binding agent for binding the probes ,0 
«he plate a, posiUons where the probe, are to be; and spotting the probes on the plate at 
posiUons where the binding agent is spotted with a spotUng pin (Column ,3 >ine ^-Column 


Page 8 

Application/Control Number: 09/451,666 
Art Unit: 1655 

14 line 1 1) bu, they do no. teach spotting with a tube. Gorton e, al. teach the similar method 
for producing a biochip comprising spotting with a tube i.e. a micropipet,, comprising a tube 
(Coiumn 4, fines 12-23,. U would have been obvious to one of ordinary sld« in the art a. the 
time the claimed invention was made to apply the tube spotting apparatus o, Gordon e. al. ,0 
th, spotting technic of Beattie e. al. for the expected bene*, of accurately spotting miniscule 
volumes and for the additional benefit of cos. effective production of biochips as taught by 

Gordon et al. (Column 3, lines 52-57). 

Regarding Claim 23, Beattie e. al. .each .heir me.hod wherein the plate is substantial., 

planar i.e. glass slide (Column 13, lines 55-64). 

Regarding Cairn 6, Beattie et al. teach their method wherein the plate is glass (Column 

13, lines 55-64). 

Regarding Claim 7, Beattie et al. teach their method wherein the binding agent is 
silylation-coating (Column 13, lines 55-64) 


13 Claim 21 is rejected under 35 U.S.C. 103(a) as being unpatentable over Mirzabekov et 
al. (U.S. Patent No. 6, 143,499, filed 19 June 1998) in view of Shalon et al. (U.S. Patent No. 

6,110426, filed 30 December 1997). 

Regarding Claim 21, Mirzabekov et al. teach a method for producing a biochip by 
spotting probes on a plate me method comprising: spotting a binding agent (i.e. gel, for binding 
the probes to the plate a. positions where .he probes are * be spotted wherein the binding 
agent is a spot on the plate and therefore the binding agent is spotted on the p!a.e (Coiumn 1 ! , 
lines 40-67,; and spotting the probes on the piate at positions where the binding agent is 
spotted with a spotting pin (Column 9, lines 45-62) but they do not teach the spotting pin 
comprises at leas, one recessed tip. Shalon e. al. .each a similar me.hod for producing a 
oiochip comprising spotting probes on a plate at positions where the binding agent is located 
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(Column 7, lines 36-46) wherein the spotting pin comprises at least one recessed tip (Column 
7, lines 3-17). It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to modify the needle pin of Mirzabekov et al. with the spotting pin 
having a recessed tip to thereby both fill and dispense from the pin using simple capillary 
action (Column 7, line 55-Column 8, line 9) for the expected benefit efficiency and economy of 
reagents i.e. depositing pi to nl volumes of probe in a repeatable fashion as taught by Shalon et 
al. (Column 9, lines 1-3) 

14. Claims 22-23 and 6 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Mirzabekov et al. (U.S. Patent No. 6,143,499, filed 19 June 1998) in view of Gordon et al. (U.S. 
Patent No. 5,601,980, issued 11 February 1007). 

Regarding Claim 22, Mirzabekov et al. teach a method for producing a biochip by 
spotting probes on a plate the method comprising: spotting a binding agent (i.e. gel) for binding 
the probes to the plate at positions where the probes are to be spotted wherein the binding 
agent is a spot on the plate and therefore the binding agent is spotted on the plate (Column 11, 
lines 40-67); and spotting the probes on the plate at positions where the binding agent is 
spotted with a spotting pin (Column 9, lines 45-62) but they do not teach spotting with a tube. 
Gordon et al. teach the similar method for producing a biochip comprising spotting with a tube 
i.e. a micropipette comprising a tube (Column 4, lines 12-23). It would have been obvious to 
one of ordinary skill in the art at the time the claimed invention was made to apply the tube 
spotting apparatus of Gordon et al. to the spotting technique of Mirabekov et al. for the 
expected benefit of accurately spotting miniscule volumes and for the additional benefit of cost 
effective production of biochips as taught by Gordon et al. (Column 3, lines 52-57). 

Regarding Claim 23, Mirzabekov et al. teach their method wherein the plate is 
substantially planar i.e. glass slide (Column 11, lines 40-45). 
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Regarding Claim 6, Mirzabekov et al. teach their method wherein the plate is glass 
(Column 11, lines 40-45). 

15. Claim 7 is rejected under 35 U.S.C. 103(a) as being unpatentable over Mirzabekov et al. 

(U.S. Patent No. 6,143,499, filed 19 June 1998) in view of Gordon et al. (U.S. Patent No. 

5,601,980, issued 1 1 February 1007) as applied to Claims 22-23 and 6 above and further in 

view of Beattie U.S. Patent No. 5,843,767, issued 1 December 1998). 

Regarding Claim 7, Mirzabekov et al. disclose a method for producing a biochip by 

spotting probes on a plate the method comprising: spotting a binding agent (i.e. gel) for binding 

the probes to the plate at positions where the probes are to be spotted wherein the binding 
agent is a spot on the plate and therefore the binding agent is spotted on the plate (Column 1 1, 
lines 40-67); and spotting the probes on the plate at positions where the binding agent is 
spotted with a spotting pin (Column 9, lines 45-62) but they do not teach the binding agent is 
spotted with a tube and selected from the group consisting of poly-l-lysine, carbodiimide and 
silylation-coating. Beattie et al. teach the similar method wherein the binding agent is 
silylation-coating (Column 13, lines 55-64). It would have been obvious to one of ordinary skill 
in the art at the time the claimed invention was made to modify binding agent of Mirzabekov et 
al. with the silylation coating of Beattie et al. for the expected benefit of covalently binding the 
probe to the plate as taught by Beattie et al. (Column 4, lines 40-52). Additionally, it would 
have been obvious to one of ordinary skill in the art at the time the claimed invention was 
made to modify the spotting technique of Mirzabekov et al. using routine experimentation apply 
the binding agent locally using a tube for the expected benefit of optimizing gel application to 
thereby maximize experimental results. 
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16. Claim 21 is rejected under 35 U.S.C. 103(a) as being unpatentable over Bradley et al. 
(WO 99/57323, published 1 1 November 1999) in view of Shalon et al. (U.S. Patent No. 

6,110426, filed 30 December 1997). 

Reeling Claim 21, Bradley et al. teach method for producing a biochip, the method 
comprising: spotting mixtures of probes and the binding agent (i.e. silane-modification) on the 
plate (page 13, lines 3-20 and page 15, lines 24-33) but they do not teach the spotting pin 
comprises a. least one recessed tip. Shalon e. al. teach a similar method for producing a 
biochip comprising spotting probes on a plate at positions where the binding agent is located 
(Column 7, lines 36-46) wherein the spotting pin comprises a. least one recessed tip (Column 
7, lines 3-17). It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to modify the pin of Bradley e. al. with the spotting pin having a 
recessed tip to thereby both fill and dispense from the pin using simple capillary action 
(Column 7, line 55-Column 8, line 9) for the expected benefit efficiency and economy of 
reagents i.e. depositing pi to nl volumes of probe in a repeatab.e fashion as taught by Shalon e. 
al. (Column 9, lines 1-3). 


17. Claims 22-23 and 6-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

Bradley et al. (WO 99/57323, published 1 1 November 1999) in view of Gordon et al. (U.S. 

Patent No. 5,601,980, issued 11 February 1007). 

Regarding Claim 22, Bradley et al. teach method for producing a biochip, the method 

comprising: spotting mixtures of probes and the binding agent (i.e. silane-modiHcation) on the 
plate (page 13, lines 3-20 and page 15, lines 24-33) but they do not teach spotting with a tube. 
Gordon et al. teach the similar method for producing a biochip comprising spotting with a tube 
,e. a micropipette comprising a tube (Column 4, lines 12-23). It would have been obvious to 
one of ordinary skill in the art at the time the claimed invention was made to apply the tube 
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spotting apparatus of Gordon et al. to the spotting technique of Bradley et al. for the expected 
benefit of accurately spotting miniscule volumes and for the additional benefit of cost effective 
production of biochips as taught by Gordon et al. (Column 3, lines 52-57). 

Regarding Claim 23, Bradley et al. teach their method wherein the plate is substantially 
planar i.e. glass slide (page 14, lines 10-17). 

Regarding Claim 6, Bradley et al. teach their method wherein the plate is glass (page 

14, lines 10-17). 

Regarding Claim 7, Bradley et al. teach their method wherein the binding agent is 
silylation-coating (page 13, lines 3-20). 


Prior Art 

18. The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure: 

Caren et al. (U.S. Patent No. 6,221,653, filed 27 April 1999) disclose a method for 
producing a biochip comprising: spotting probes and binding agents on a plate (Column 8, 
lines 8-22). 

Brennan (U.S. Patent No. 6,210,894, filed 18 May 2001) disclose a method for 
producing a biochip comprising: spotting probes and binding agents on a plate (Examples 1 

and 3). 


Conclusion 

19. No claim is allowed. 

20 Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to BJ Forman whose telephone number is (703) 306-5878. The examiner can normally be 
reached on 6:45 TO 4:15. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Gary 
Jones can be reached on (703) 308-1 152. The fax phone numbers for the organization where this 
application or proceeding is assigned are (703) 308-4242 for regular communications and (703) 308-8724 
for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding should 
be directed to the receptionist whose telephone number is (703) 308-0196. 

Yr CmX* fW* 

BJ Forman, Ph.D. ^S^SSSL 
May 24, 200 1 PRIMARY EXAMINER 


